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MERCK SHARP & DOHME (EUROPE) INC. 
MRL - REGULATORY LIkI3ON EXIROPIE: 

Clos du Lynx 5 Lynx Binnenhof 
Brnxelles 1200 Bmssels 

TJELEFAX MESSAGE -- 

TO: h-of. Rolf’ BASS LOC: EMEA, Lmdon 
FAX 44-171-418-8420 

FROM: Dr. Bea LORAN 
Tel. 3%2=776.65.39 
Conny VANZEIR 
Tel. 32-2-7X65.66 
Fax. 32-2-776.63.69 

LOC: Bmds 

Date: March 22,3AlOO # of Pages to Follow: 2 

SWECT: Merck Sharp & DohmeiM& Comments on CPMPfiCHn7W99, Step 
2 Draft Consensw Guideline, “Note for Guidance on Clinical ~nve~;tigation of Medicinal 
Products In the Pedlatrlc Population” 
-. 

Dear Professor Bass, 

Please find atracbed the comments frm the MSDNRL Pediacxic Task Force. 

SincmIy, 

Dimcror, Regularmy Affairs 
Europe 

f 

If you do not IXC~VC all pages pkme call ~III’ 0ffIC.a HZ 2 776 65 00 I------ This t&fax con&s cotidentiel inf’ormat3on belonging to Merck & Co. Inc. 
If you are not the intended recipient, any disclosure, copying or we of this telefax 
is strictly prohibftcd and you should immediately natify the sender to nrranne for 

return of the doctlments. 
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Merck Research Laboratories (MRL) Comments 
on CPMP/lCW71 l/Q9 

W-i Topic El 1 
Clinical Investlgatlon of M6dlclnal Products in the 

Pediatric Populatllon, Step 2 Draft Consensus Guideline 

Comment # 1 
Page 9 
2.3.1 Pharmacoklnetlc (PK) studbs 
(MRL strongly urges this comment be adapted) : 1 

MRL recommends that tha word “bloequlvulence” 
“relative bioavailability.’ (BA) Some useful and 
formulations may not achieve BE bti If the relative B 
recommendations could bs included in labeling to guiq 
formulation in children. 

Comment # 2 
Page 11 
2.3.1 Pharmacoklnettc studies 
Pracilcd Considerstlons 

MRL suggests deleting the relerence to “population P 
first subbullet. A group of 5-8 children in a PK study c 
population. MRL suggests changing the second subt 
sampling theory” (le., not population PK), although it : 
end of the section) that the utility of this approach BSS 
adults (which will obviously not always be true and Is 
In the first place). 

1~ doslng of $dlatrlc 

(‘I in the last major and 
vlnot approximate a 
3tl& to “optlmal 
hould be noted (at the 
1mo8 that kids are like 
ne reason for the study 

Comment # 3 
Page ia 
2.3.a Safety 

“In general, any medicinal product to be used chroni I Ily should also be 
evaluated.’ 
The paragraph then reads : 

MRL suggests that the phrase “rnediainal produb to be uaed chronically” be 
deleted from the parenthetlcal list of products warrant ng evaluation wlth 
respect to growth and development, and that a new s ntanC8 be inserted after 
the parenthosiis to read : 

“Depending upon the, nature of the compound, (eg hormones, growth factors, 
or mediainal products with pre-olinlcal data suggesting effects on growth ; or 
medicinal products with central nervous system effects) spsclal consideration 
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should be given _..... on short and long term growth and development. In 
general, any medicinal product to be used chronicalfy should also be 
evaluated- 

Comment # 4 
Page 17 
2.4.4 ChIldron (2-11 years) 

MRL suggests epeclfying that the dlscussion on page 17 applies only to 
medicinas with a ecientffic rationale to oonslder such as those categories 
dpscribed on page 13. 

Comment # 5 
2.4.4 Chlldron (2-11 pere) 

MRL suggests adding a reference in 2-l 1 year old s&ion whereby some of 
the issues outlined under the “adolescents” section are also considered in the 
older cohort of the 2-I 1 age-group. For example, clgaretta use should be 
considered In older childron and adolescente. 
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